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[mtni] & a) 
mi] 




(i) 

tt^ol&^T )V 3 -> f tz i±;n n ^ £^ t ^ 

Xl^-XSfi, CR5=CR6-CR7=CR8[5£>K R5 N R6, R7^D«R8(i > |WJ— £ £teH&oT 

ii/NDr>^it]> N(o) m =cr6-cr7=cr8(^^, r6, tfj&m%te^*i^tiwmt 
nmx-h^o, mm^tzm^mrr), crs^-nco^cr^*. r^ r6, R8&a% 

te^ti^timmtW\m'?$>2>), CR5^R6-CR7=N(0) m (5£'*>, R5. r6. R7^.U? m (i^- 

ti ; etimzt\e\m~e$>&)^ crs^rG-o&'K RSRv^itzti^ttmztmmx- 

cr5=cr6-s(^:*. R5Rm6i$^K^frMmtmmx$>2>)^ 0-CR7=CR8(5£ 

^tim SB i: IW^Trifc & ) * Ii0-CR7=N (5£4u R7(iHfrffi t ITO*?* & ) *U U 
Y(i-CH 2 S- N -CH 2 S0-> -CH 2 S0 2 -> -CH 2 0- N -CH=OK -(CH 2 ) p - (5£*. p&0~2<7> 
3Sm«r*-r) . -SCH 2 -> -S0CH 2 -, -S0 2 CH 2 -f fctt-OCffe-*^ U 
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#0 2003-094506 



) It7^y, I^^L<l^ft07'J-;K I^U<li^tI<7)^fD7 
ij-;K il^L<li^ffi|077^;V75y, t^l)L<li^t^7'J- 

[ff^2] S(Ia) 

Kb 2] 



o 




(la) 



[5£<k ^Rzm-i^-iSit^tL^ti^utmmT^n N Yate-cH 2 so 2 -, -sch 2 -. 

-S0CH 2 -, -S0 2 CH 2 -t*:Ji-0CH 2 -£^U 
Ya^-CH 2 S0 2 -, -SCH^ -S0CH 2 -f £«-S0 2 CH 2 --e£>& t £ fc % 
R 23 ^^^ g#l& L < fi^SJ&^lgJfcr^^K gg|*) t < I$WW:&<D1& 
^t;v*--;k ti^Kf^tto^;^^^ r^y, ^/ (g#i&L 

T U - /K gjfc & L < iis£g#lO 77;W7 5/ , Mm & L < (i^g^O T >J 

- ; ^?y, g& l < (i^gmojii^^^, ^ tz (ig^ l < mmm 

Ya^-0CH 2 -T^>^> £ ^C, 

R 2a tzfcmm^ vvy^^-u^^jv, a^^> l < mmm<D^mr)v^=.)v^ 

gjfe^ L< (^g^O^T^nJr^, 757, ^6/ (g& & L < f±#g$l<7>1g; 
mr^*;v) g&75/, ^ (ft^L<ii^«7;^;v) g^T^y 
> gt&& L< (^1^(7)7';-^ gj&fc t < l^i^OAf nT'J g#l 



ffiliEJJf 2004-3039722 



#H 2003-094506 ^- v : 3/ 

u < a^ft&0jm^xat& e»«> t < ti^ftmo^^mm^* fc 
as: (ii) 
Kb 3] 




(ii) 

t < i*&W&<o%MTns*)K ft&*> L < tt»^it7;^;K «m*> L 

< tt^mo tv- ;k t & l < !±ifto r 7 ;v * )\> zm-tfr. r 3 & 

[mi£M 3 ] Ya^-CH 2 S0 2 -> -SCH 2 -. -S0CH 2 -£ fc(;i:-S0 2 CH 2 --e&& If^Jg 

W^fi 4 ] Ya^-ocH 2 -t?* & m$gi 2 temo^^Jo 

n^>-e^>^|f ^ 2-4 m^tt^KfB^OgU^Jo 

m^me] RHsTkmm^&zm^m 2-4 ov^^tL^^tB^om^Jo 

[If^7] Ya^-CH 2 S0 2 -. -S0 2 CH 2 -^7^}i-0CH 2 --e^^if^2> 5RXF 
[lff^8] Ya^-CH 2 S0 2 -t^{i-S0 2 CH 2 -T'^^>iSm^2. 5RTf6<D^~f 
[»3fc£9] Y*#M;H 2 S0 2 --e&&fff^2> 5RZF6<D^-ftifrl,zmm<om 

ummi o] x1-x2-x3^s-cr7=cr8(5£^ tfRmSitzti^timztmm 
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[ff^l 1] Xl-X2-X3>ra5=CR6-CR7=CR8(5$;cK R5, r6^ R7%m8li^rti 

[flf 1 2 ] R2a^ (ii) 
[ft 4] 



(Si*, n. R3, R4^?7Q(i^tL^tLHUl2i:|Sia-e^>6) •e^>^>f»^2~l 1 <D 

m&m i 3 ] n^o-e& at ^ i 2 femo^^jo 

[If 1 4 ] R3#M „ r4^s \>i)y n ^ J9 „ Q^t 

[If 1 5 3 RHsTkmW^-?*) 0 . Ya^_ CH2S o 2 _-e& «9 , Xl-X2-x3^S-CR 
7=CR8(^nf > R7Rm*l±^ti^timmtmm~?$>Z>)T*$>t) . R2a^ (i i i) 
[4fc5] 




Q 




(111) 



•e* & If ^ 2 ffi*co«i»Jo 

6] ^ (lb) 
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^-vl 5/ 



[ft 6] 



o 




(lb) 



[sS'K RiRy^i-xZ-xSii^tL^frsatisni-e^o. Ybii-CH 2 o-, -ch 2 s-. -c 

H 2 S0-> -CH=CH-4fc(i-(CH 2 ) p - (5fc*. plttit&t R2b(i^; 
(I I I) 
[ft 7] 




(HI) 

m^mi 7] Xl-X2-X3^CR5=CR6-CR7=CR8(^^, R 5 , *7jBiV ! R&it*ti 

-refute t rant? * & ) * ^cr5=cr6-cr7=n(^:^. r5, Re^^ji^-^^ 
[if ^ i 8 ] x1-x2-x3^cr5=cr6-o(^:^, RSs.^ti-etL-rtLina t 

T*&&) t ^i±CR5=CR6-S(^^, R5S.U»R6fi^tt^tt«rgai:ra«|-e**)^*-6lil 

[Itm^l 9] x1-X2-x3^0-CR7=CR8(^^, R7£ ^8(^^*1. #15 1 mm 
X*1bh) t^{iS-CR7=CR8(^, R7S.t^R8(i-g-tL-e^fat H*"e*&)T**» 

2 0 ] Yb^_cH 2 0-"e* £ If ^ 16-19 O v»i* *L/HlfB®O0UgC 



mSE^F 2004-3039722 



#® 2003-094506 



^-v: 6/ 



#J 0 

[»*£2 1] Yb^-(CH 2 ) P - (ziS'K p(i^fS^|5iaT^^>) -C&&fjf«C 
16-19 <^V^-f tL^^fB^OM^Jo 

2 2 ] p^0-C& £ Iff 2 1 ffifcOg^Jo 

[»*«2 3] p**2-e**»^2 imwt<omm%)o 

im^M 2 4 ] Yb^-CH=CH--C^> & Sf 16-19 <D v^-ftt^iCfBm^^ 
[lt^2 5] Y^-CH 2 S-^ 7^(i-CH 2 S0--e^^it^l 6-1 9 OV^-ftL 

[0 0 0 1] 
[0 0 0 2] 

[^<7>»] 

5^ 4 1^-v (1 9 9 5^) ] o 

3B'Cn But, Tm j&n. mi»> n-m^ ^FBR> ^Sc. -^a^ n«. 

?>fc*R*U ^IR, B£*, JMT A&TOg, «k ffiUB^ 5Mfc, 8ftfi« 



ailE# 2004-3039722 



#M2 003-094506 



, mm, tex*)m<Dw%&&®L, pith, am, w^nwoiftsstt, ^ 

^ 5 t^rt nfti h 7 >X 7 ^ t^-b* (GOT) JSLXf^JV^ -5 >gg-kf;i/fcf 
>^h7^75t- (GPT) ©±IMfOjff*tel»»*OBI^*»ftl?>*Lr^ 

2 (1 9 8 4^) ] o Wf}s/fl#*K , #<OM»>S«:i: 

[0 0 0 3] 

[f^ti] 

8/4 6 5 8 7^>7>y > 

[0 0 0 4] 

m^<kmm 97/14672 ^> 7 V y h 
[0 0 0 5] 

[0 0 0 6] 

(i) a (i) 
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[0 0 0 7] 

[Its] 




it ©tt7 ;v n ^ y J f; (iA n ^ > 

Xl-X2-X3{i. CR5=CR6-CR7=CR8[5£iK r5 n r6 % R7&u*R8{i % |Wf-3: £ii#|&o T 

3&oM7;vn^> N - hn, r^y, (®i»7;^^) fi&r^y. v ( 

\t^uy>^-f^ N(0) m ^CRS-CRy^RS^tf^ r6, tfRmzit^ti^ftimm t 
mmx*&t), mi*0tfzl±l*m~r), CR5=CR6-N(0) m =CR8(5S*K R5. R6. RS&Tfm 
te*tirtimmtmm-V$>2>), CR5=CR6-CR7=N(0) m (5£*, R5, r6 n R7j^zf m ^ 

ti^timmtmm-e&z)^ cR5=cR6-o(^ff, R^Rm.^i^u'eixmmt mmx 
crs=cr6-s(^:4>> R 5 Rm6i±^tirtimmtmm-?$>2>), o-cr7=cr8(^ 

R 7 ^WR8(i^^tLtufet|WiaT^^), S-CR7=CR8(5£<K R7#a?R8ii^*L 

Yfi-CH 2 S-, -CH 2 S0-, -CH 2 S0 2 -> -CH 2 0-. -CH=OK -(CH 2 ) p - (5£pK p(i0~2O 
&Wc*mi-) , -SCH 2 -. -S0CH 2 -, -S0 2 CH 2 -t^(i-0CH 2 -^^L, 

r 2 ^tk^^-> t < si^g&oMT^^K t < mmm<v&®. 

i^ii«7;^;v) g&T^y, s> (fi*L<{i^tt^tt7;K^ 



miE# 2004-30397 
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(2) ^ (I a) 
[0 0 0 9] 

[ft 9] 



o 




[0 0 10] 

[5^ R^^ll-XS-XSfi^-tL-rtLmiBtlWI^-e^)^. Ya(2-CH 2 S0 2 -. -SCH 2 -> 
-S0CH 2 -, -S0 2 CH 2 - i tz {±-0CH 2 - & m L , 
Ya^-CH 2 S0 2 -, -SCH 2 -, -S0CH 2 -t £te-S0 2 CH 2 --e&& £ § 

ya^-ocH 2 --e & & t % . 

R 2a f*7tcHIi»T\ h V 7Wn^f;v, L < «#{*||<^g;a7;v^-;K 

^7^^;^) 1175 7, ^ (f^^L<{i^t^i:t7;^^) tt7 5 7 
> t< tt»^7V-;K f^^L<(iifj|OAfn7'^;K Slfe 



tBmEiNF 2004-3039722 
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10/ 



ttS: (ii) 

[0011] 
[flsi o] 



(ii) 

[0 0 12] 

(5£pk nteO££:J±re&*K R3&tfR4(i N 4 fcti^ftoT^jR^ 
< ii^S^^ TV — A\ S & L < Ji#E®m<£> T 9 ;v fc^t rt\ r3& 

m.Hmmir & mmw,i- fc-i^^oti^T^^^Mu^^, oat 

(3) Ya^-CH 2 S0 2 -. -SCH 2 -, -S0CH 2 -f /Sii-S0 2 CH 2 --e&& ffriB (2) ffim<7) 

(4) Ya^ocH 2 --tr^>^,mfB (2) %m.^mmu 

(5) R1^tK#^T-> l< li^f ^»7;va^y$f:i^n^vt^ 
&jtuffi (2) ~ (4) ^v>-rtt^tcfB^O^»k 

(6) Ri^TK^M^-T^^nria (2) ~ (4) <D^rn-fr\-tm.<Dmmiu 

(7) Ya^_CH 2 S0 2 -, -S0 2 CH 2 -$ ^{i-0CH 2 -T'^>^>Uf5 (2) „ (5) ttzlt ( 
6) cOV^-ftt^Hffim^«^J> 

(8) Ya^-CH 2 S0 2 -tfc(i-S0 2 CH 2 --e^)^HSffS (2) , (5) £fc*± (6) OV> 




mtE# 2004-3039722 
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11/ 



(9) Ya^-CH 2 S0 2 -T- $> & ffifE (2) > (5) i^li (6) ^^-ftL^^fB^ 
(1 0) Xl-X2-x3^ss_CR7=CR8(^;tf, R72StO*R8tt^*L^*LtWrfBi: IWC&&)-? 

**hwb (2) - (9) <D^M^w^<Dmmn, 

(11) x1-X2-x3*«CR5 ss cr6_cr7«cr8(^;4i > r5^ r6 % r7& j; 0«R8{i^tL-FttHaf2 

£|iWe&&)-c&&frf3 (2) ~ (9) o^rtt^fciBttofc^Sk 

(12) R2a^ (n) 
[0 0 13] 

Ktl 1] 




Q 



(II) 
[0 0 14] 

(5£f, n, R3 N R4^.^Q(i^-tL-ettHufSi:^t?^)^) -e^^Huffi (2) ~ (1 

i) (D^-rtifrizmm.vmmftL 

(13) n^oT^^mriB (12) mm.<Dmm%k 

(14) R3#M ^-e£> ^ , RH* h V 7 )VOr u * <f-)Vi*$> *9 ^ Q^ ? t Kn* ~>t? 

^^frtB (i3) mm^mmm, 

(15) Rl^»«FPe* 0 , Ya^_ C H 2 S0 2 --e^) i9 , Xl-X2-x3^S-CR7=CR8(g£4i 

, R7Rm8i±^rL^timmtmmr~$>2>)-?$>y) „ r2^ (hi) 

[0 0 15] 



mtEi(# 2004-3039722 
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^-v: 12/ 



Mfcl 2] 




(ni) 

[0 0 16] 

t**&^sb (2) iBm^araj. 

(1 6) ^ (I b) 
[0 0 1 7] 

Mbi3] 




[0 0 18] 

K'K Rl*5j;Z>ll-X2-x3(±^tL^ttrfei:|WI^-e*i9^ Yb(±-CH 2 0-. -CH 2 S-, 
-CH 2 S0-> -CH=CH-t7^{±-(CH 2 )p- p(±Mf2t IWC**) R2b(i 

* (I I I) 

[0 0 19] 

[itl 4] 




(111) 
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^-v*: 13/ 



[0 0 2 0] 

(17) Xl-X2-X3^CR5=CR6-CR7=CR8(^ ;t | 1> r5 x rG^ R7&^8j±*jft,^*LtfrSBi: 
|SiaT^a)i^(iCR5=CR6-CR7=N(^:*, R5, R6&ltt7li**i-e*iffirgBfc |WJ^"C 
*&)-efc*tfr3E (16) gBttOg^K 

(i 8) x1-x2-x3^cr5=cr6-o(^4«^ R5&y 5 R6»±-e-^tt^jriBt ran-e**) * 

7t(iCR5=CR6-S(^;t>. R528tCI ! R6 t i^-tLW"BirgBfcrai|-C**)-C**«rSB (1 6 

) mmommm, 

(19) X1-X2-X3^0-CR7=CR8(^;4j % tf&mt to Jttl^tiM&t mm-?***)* 
^{±S-CR7=CR8(^:it«, R7^^8(±^^tLHufBfc|WI«T^^)-e^-&mfB (1 6 
) IB*«>*!ft*U 

(20) Yb^-cH20-T^^>mwe (i6) ~ (i9) o^-ftLfrizmm.ommftk 

(21) Yb^-(CH 2 ) P - pi±mmtmm-?$>%>) •e^^mie (1 6) ~ < 
19) ^^-ftt^tzism^^j, 

(22) pT&wfcsutriB (21) lemo^^j, 

(23) p**2-c**frsB (21) iamo^^J> 

(2 4) Yb^-CH=CH-t?^>^mfB (16) ~ (19) (D^r^KWM<DmmM 
(2 5) Yb^-CH 2 S-f ^{±-CH 2 S0--e$>^»prfB (16) ~ (19) ^-f^^C 

[0 0 2 1] 

5$; (i) T^s*L,Mt^£, -ft^t/ (i) tv^o ftii^^T^s 

[0 0 2 2] 
[HBJO^MO^] 

(I) o#^o^^isv^T, ^T;v*;v£ Ltit ffltLimmttzltft 
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^-v! 14/ 



> >fy7ne/K "7^-;K -fV/^K sec-"7*?-/K tert-T^K ^^;K 
[0 0 2 3] 

^n^>li, -7-7^ tt3fl, Jiff. 3*3R<0#J^&*i*-r*o 

& o 

[0 0 2 4] 

;K ^n^;K ^>-r^;v N Aif-br.;i/f ^W^ti^o 
T'J-^i^TV-^T^^T'J-Wt Itliix.lf7x-;K -fy 

[0 0 2 5] 

y-;K ^-^-^6;i/^ i ;-;i/, fr^tfmfbln&o 

[0 0 2 6] 

ffigE#2 004-3039722 



mm 2003-094506 



<*-y : 15/ 



&MT)l/t-~)l'fc&tf2>W&:&k LTfi, |WI— ^:liI^ot, S1IU ~fil 
(fJKIil~60, L<fil~4?>) , tfiUtftKn* 

;v*;v) 1^757, SMKT***. IMt7;K^ [ltM^7^^JW: 
J3&7&S1**: LXi*m~tM*m*vXWki£W»&l~-3<OK Kn^rv. ^ 
nrA -fn, 75/, -=e/ (fit7JK;v) 1^757, v (M7;^;i' 
) 1^7 5/ , f«7;V3*v#^W^&] > 7'J-/K t^T'J-^ (l£ 

tt7'J- ;v tc & &t ;?> S1S&, ?£ieofii7 y - ^ £ & it & ®1* t mmx& 
z>) , 7 fi77;^^ (&iti7 7/i'*/w::i3»t&iaiafe«\ f£IB 

^S^^i^vK&nt&ai*^^^) > «t;v=i^~>, t»t7 
^3 4rV [iIW7^3^yt;^nt^t^Ii: LtllB|-lfcli*4or« 
iLtf«ttfcl-30KKn^ ^o^/, ~ hn, 75/, */ («7;v* 
;u) 13175/, v «£jR7;y^^) 1175/, »7^3^yfW^^ 
*] ^stfWbft&o ±fs^*3v^-rsm©^7^^^-h^isi— R*MTJi 

2 o^it7^^^^^ fc-itfc * o xmmwm*fm lt *> * v> 0 

iiiPI-Jfettlfto^ «£tft*Kti~3©, ®t7;^;vffc(ifl« 
7;v^;v [mei^7;i^;w;::mt&ei^ trti, iwi— t/cte^&o-c, 

HKn^y, ad^V, -hn, 7 5/, ■=&/ (1S»7 
1175/, v (iSRT^*^) 1175/, «7;V^y»lf 

[0 0 2 7] 

tl«7;^;K MMftfcr^a*^ *r/ (fl«7;^;v) S17 5 

/, S> (t«7;V^r^) 1175/, I11i:t7;V*/'f^7 5/OTl 
W7^^-^t'43lt^Sl^^^i3^r, ^Nn^>ti^rfBi:^-e* ^ > 
«7;v*;k •=&/ (M7;^^^) ©175/, s> mmr^*)^) 117 5 
/, ^7;vn*vKi3tf&^T;v*;vg&$H±. ftrifi«7;i'*^f^T-& 
*?, 7 i ;-^{±1trlBi:lsi^*^o ^^^^jvmOT^^^T^^;^ 



ffitEijf 2004-3039722 



#11 2003-094506 



^-v: 16/ 



;K ->^dW, v^n^?> / ^-;i/ > y^nA^y;^ n^s'/f-JK v-^n 
[0 0 2 8] 

fi^T 1 ;-^, i^7n7'J-)K f^77^7^yMM7V-^ 
[0 0 2 9] 

S (la) (lb) <D&&<D&m\z&\,*X, mkT)V*)VtLX\$, 

, .x^;K 7*0^, ^7 7°ntf;K :/^;K ^7 7*f;K sec-y^K tert- 
^>^-;k ^^yJK 1,2,2- h ;f ;v7°nif^W^^^o 
[0 0 3 0] 

tt7;v3^'A ^ («7^^r;v) fi75/My («r;i/*;v) S 
j&m.T)l"!r=-frb LTfi. 7c}i^LTv^R^2 ~ 6 (DT )V 

[0 0 3 1] 

7 'J - ^^^ u - ;V7 5 y <^)7 ] J Lt(^x.if7i-;K i~y^- 



ttifiE# 2004-3039722 



#0 2003-094506 



17/ 



[0 0 3 21 

< , R^^r^wn ommw^m^ir & # ;v t t -c v> £ * ^ 

U #)x.f£ tfnv ^a'J-^ kf^v^K kf^Vv-^, 

[0 0 3 3] 

t^7^^^Ui±> ^£^tt3~8«7;^^ i^^wiciti 
v^n:/tttf;K v^DyfJK v^n^>^-;K v^n-^.^v;i/ N l/^xi^-f 

tFn^ ^fn, 7 5 7, ^7 (tt7;^» 1175 7, S> 

HftoT, ^l£}ffMi~3^ ^t;v^;k mmiSar;v^;v [Mens 

<7), bFD^y, ^ny^, ^>n, 757, ^67 (^T^^^) f^7 5 7 

£fiH&oT, #!!xJ£fimi£l~3<7), tKn*'>, 7M3^>, ->n, 757 
, ^7 (»7JK;V) 6175 7, v mB.T)V*)V) S&75 7, &kT )V 

3^^fWf>^] > 7 i ;-;k ii7'J-^ [^ei7 , ;-;v^*5tt^® 
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^— s>: 18/ 



1-3 ?\ tKDJpy, ^n^A - fn, 7 5y\ ^7 (fg^T^^r^) g& 
75/, v («r;v^;v) 1^757, MT^n^rv^^lf^tL^] , g 

[0 0 3 4] 

«I7jv^;v, tW7;^+y, >=e/ (gmi&ar;v^;i/) g&7 5 
[0 0 3 5] 

t^7 i ;-;K UftAf0 7'J-;K fj|7 7^^;K t^7 7W7 5 7 
S»l~3«7;i/^K tFn^A 75/, ^n^^W<b*L&o 
S0 i M7'J-^7 5 y K^t&gm^^^&v^-c, iSftr^/K ad^ 

[0 0 3 6] 
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^-v! 19/ 



[0 0 3 7] 

it&m (i) , it-s-tj (i a) Rmt&w (ib) ©asa^wfcw^sttatt 
iLTii, mmm^mmzti&m.mm.tfmfh^ wmmmt, jut** 

^w^m^ y^^rnm., ^^?wm., m^sm.^, ?^m. 

[0 0 3 8] 

m^xm^-r^^t^x^, ^m-^mt^x^m^^mmm, mk.\t*m, m 
m, mm, ism, mm, &m&,, &m*w\>y { 7 7 4-mzttLxim 

[0 0 3 9] 
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mm 2003-094506 



<*-if: 20/ 



. 2 3 (2002^) ] o ®mm%mwL, m^mm*?f$M*&wfflM. 

tr-7 7-73ny- (Eur. J. Pharmacol.) , 3 2 9^ 9 3^-y'(l 
9 9 7^) ] . 

itm&%it&%d (i) <Dmwwmi-^T^mmK£V)M?i$MKMw-f 

£o l&mt&mt LTfi, (S)-(+)-3,3,3-b l J y)Vjru-2-K Kn^y-2-^f;v 
-N-(5,5,10-H;**V-4, 10-vfc: KnW [3,2-c] >-9-^ ^ 

) *7°n /\ 4 >7 ^ K[(S)-(+)-3, 3, 3-trif luoro-2-hydroxy-2-methyl-N-(5, 5, 10-tri 
oxo-4, 10-dihydrothieno[3, 2-c] [lJbenzothiepin^-yOpropanamideJ&ft^-fc: K 
n^rv-2-^^;V-N-(5,5,10-h 10-vH Knf-xy [3, 2-c] 

^-^c e >-9--f ;V) y'u s*>>T< K [2-hydroxy-2-methyl-N- (5, 5, 10-tr ioxo-4, 10 
-dihydrothieno[3, 2-c] [l]benzothiepin-9-yl)propanamide] %^^tz 0 J^Tn _t 
IB0 2^^^^IH#Hi5V^-c, Zih*:*iik^miJkXf2 £v^ 0 -fk^ 
^l&tf^ Ji, ^ti^tiW09SH6587tip<Dfo&%>) (1-25) (3-12) ^|^— X*$> 

[0 0 4 0] 

14 7^-^ (1 9 9 5^) ] KmCT^dfcLfco 1"&t>*>> -t;v*y h£^e;v 
*y hffl^A"firW< h -^W*^97'#7^^ (double chamber p let 
hysmograph box, A**rr .xlx^ h M±Wk) rtfcB£U £ J: 6L/# 

t^i/io o.5moi/L^^>m PfD^asi* («c) m *i?tr&m&&k*m 

Wifc£* r 9 -f *f-NE-U12 (*Ao >tt^) v*TBWMH# ? * * <*>±«B#> <b 
<b«!l5eLfco ^^>m«APS^^15^^fet^^IlI^iliJ^t^o 4k 

^tu> 4t&®2Ru t v>wtx7"(> mmmmm oho m *±, o.5w/v%^ 

^/Hr;vn-j*400cP [3fD3te*fiaSXIR ($0 ft] WRSU * <*. ^M^AM^i 
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^-v: 21/ 



ommm^Bn^Ltzo -k&w&mi^ 2 no. 5w/v%^ f-;n:^n- 

*400cP lmUC2mg!giJ5 $ V >^ n > fiO. 5 w/v% ^f;l/-b^n - X400cP 

ft^l^#^-e^rm^^K^ffl(P=0.0132)^^t^ (@1), 4b£-%2<910 mg 
/kg&#SMi4. 3±1. 0®. &mgt5m<D 9 x ^BI«A t <£ 4 KRItlliafcttlO. 3±1 

Jtfc vxik&m 2 s#^-c^r**««w^ffl (p=o. 0090) ^l^(H2) c 

>f >^#^{4«^## t ifclfc L T^it &l££ltlIJi$#Pf IJ (P=0. 0123) **& «5> tLTt 
(EI3)o 

[0 0 4 1] 
[0 0 4 2] 

ffilE^F 2004-3039722 
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t-'J: 22/ 



[0 0 4 3] 

WXMKmm%mtU*. YU^W-, Amm$MXM (metered dose inh 
aler; MDI) fcfflv** i ttfTZ 2>m&KmMLtzi><0, ^V-fcJBv^&i. 

t arc # zmmzmmLfc *> * * *r- Km^^mm^mm^tz i><Dmz 

[0 0 4 4] 

'*-m, mmu mmm, mm, msm^m. nmmmfrbm&t-zti 

N.01mg~lg, 03 t<lil~l 5 0mg&— 0— EI*v* LjfelaliSfcM- 

S L<li0. 1-1 0 0mg&— B— 0fcv*L&0&#"t*o L^Lfctf*^ i 
[0 0 4 5] 

l^M^J] 

[0 0 4 6] 

ffiSE# 2004-3039722 
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23/ 



-;n598.5 g> T/v&jn) v y s-moo g , nnm^^i mio g^ X 

OMft^fflv\ &8nmO#£;f1-£*ri£8& (^7K*±S£Purepress Correct-12M 



<b^l 25 mg 

T^—h— >U 159.85 mg 

-e/o&y ya- ^m-^ f y a 10 mg 

eKa&jcwBfe i mg 

^fT'J^v^y^A 4 mg 



200 mg 

[0 0 4 7] 

mum 2 : u-j^^m 

&<ommfrt>%2>%7 j t)\>>m$:MmLtzo it&m 1 , 5oo g , 

h -^300g> gsra**^ euoog&tf? * 'J b y * Aioog&#£te * 0 

r^LT^o (ZanasittHL LZ-64M) KJ:«K ^~ 

K#7Mr;H-5§- (1 ^y-b;Vab^i)100mg#S) te^EKU #7^ ^30 (l*y-b 
^&7^^J&^50mg£^r«) fc#fco 



^ ffrfr^l 50 mg 

9^ h-J* 30 mg 

mmn^^-^m. io mg 

7»'J;P«itf^A 10 mg 



100 mg 

[0 0 4 8] 

mrnmz : mm 

tBfiE# 2004-3039722 



#M2 00 3 - 094506 



^ 2 mg 

ffiMyj X^ft 200 mg 

mmwmi'i'^y 24 mg 

mimrv*v> 50 m g 

flfltfflPff* 1.72 mL 

2.00 mL 

[0 0 4 9] 

im 1 ] -=6^^ v y<r>*^smmmm~i$irM } c&m 1 domg/kg^p^ 

•to 

im^mm * :P<0.05 (^&&#i!N\tfcOStudeiit t-4*5£) 

[m 2 ] tM^^^x vKSH&i^pRtc^i- & it^m 2 domg/kg^n^ 

-To 

ffi-^VMW] **:P<0.01 mm&^mttitVStudeat t-4fc£) 

[m 3 ] ^;v^e ^©^x & y >^3f^ > (20mg/kg m 

[«F*ORW] * :P<0.05 (^^##mOAspin-Welch^) 
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"<~s>: 1/ 



mm 

[HI] 
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^-v! 2/E 




tbiE#2 004-3039722 
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Hti 5] 



o 




Xl-X2-X3<i. CR5 = CR6-CR7 = CR8 (gftrfi, R 5^ r 6 % R7^^8(i % H-£fc|i#*fc 0 
Y(2-CH 2 S-^£^U 
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^c-y : l/E 



m m a 



MJ#-^- [000001029] 
1. fESE^J! B 1 9 9 0^ 8 J! 6B 

ft mmnp^tffliz^^wr i Ti 6# i 



ffiiE#-^ ttS!E#2 0 0 4 - 3 0 3 9 7 2 2 
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